Reply EDITOR,-As Dr Jolobe will be aware from the design of the study, we are reporting on current practice over a wide range of hospitals in England and Wales, and, as he points out, suspected malignancy was the indication in about half of those patients over 65 years of age who had a percutaneous liver biopsy. As the data were drawn from the last 10 biopsies done in each hospital, they do not tell us how many patients with suspected hepatic malignancy were treated without histological confirmation, but it is likely that there were many. The frequency with which clinicians found the result helpful, however, emphasises that they found the confirmation useful in discussions with the patient and relatives and in establishing a management plan in a condition that has such a poor prognosis. Clinicians will be only too aware of the harm that can be done by the occasional mistaken diagnosis of a terminal condition. The relative roles of biochemistry, imaging, and liver biopsy in the diagnosis of hepatic malignancy in this study is the subject of a separate communication,' but in this study the specificity of ultrasonography was only 86% and sensitivity 82%. Furthermore, in a small number of cases a non-malignant diagnosis was positively established at liver biopsy when malignancy had been suspected on ultrasound examination.
Like Dr Fisher, we believe the data supporting the relation between coagulopathy and haemorrhagic complications are important in view of previous negative reports. Bleeding can occur, however, with normal clotting. The precise indications for alternative techniques such as plugged or transjugular biopsy techniques (used very rarely in this study) remain empirical, but they are an attractive alternative to the expensive and precious resource of human fresh frozen plasma. The authors conclude that 'tuberculosis needs to be considered in the differential diagnosis of ascites with increased tumour markers'. It is well known, however, that CA 125 is an unspecific marker of ascites of whatever aetiology, and tuberculosis, a disease that only uncommonly produces peritoneal effusions, represents only one of the many aetiologies of ascites. Finally, I believe that a laparotomy should not have been performed in this case because both computed tomography and cytological study of ascitic fluid were negative for ovarian cancer and the very high concentration of CA 125 could have been easily explained by the existence of both ascites and pleural fluid. The increased prevalence of adenomas persisted in all ages. We did not have a control group of subjects with general population risk and it could be argued that our reference group of non-HNPCC subjects may have had an increased risk of adenomas compared with the rest of the population. This would tend to underestimate the increased prevalence of adenomas in our HNPCC group. In our study, however, the colonoscopies were performed mostly by the same operator and at least by the same technique. We cannot be sure in their study that they are comparing like with like -that is, in comparing findings at colonoscopy with those at postmortem examination.
We disagree with Jass that any apparent differences in findings can be reconciled by consideration of family size. All of our HNPCC families were defined by the Amsterdam criteria, as were those of Jass. These are very strict criteria and highly specific for this diagnosis. Thus our description of the pathological spectrum in subjects from relatively smaller families that fulfil the Amsterdam criteria is likely to be as accurate as that obtained from the Jass series. Indeed, to understand the true spectrum of this disease, information from members of large numbers of families in addition to large sized families is required.
We agree with Professor Jass that the jury is still out regarding the proportion of families with HNPCC among those with familial clustering of colorectal cancer, and that the HNPCC may be uncommon. Moreover, a comparison between the control of TLOSR and satiety, which also requires vagal afferent fibres integrity,5 shows the difference of the two CCK forms in question. The inhibition of food intake by administration of exogenous CCK-8 is well reported. However, increase of endogenous plasmatic CCK6 or administration of exogenous CCK-337 has been found unable to induce satiety.
In conclusion, despite the absence of effect of CCK-33, a CCKergic control of transient lower oesophageal sphincter relaxations and gastro-oesophageal refiux cannot be excluded. Therefore the abdominal pain and changed bowel habit found in the reported patients of Aldoori et al are most probably due to IBS in people who happen to have been found to have diverticular disease.
The authors have not shown that exercise prevents diverticular disease, symptomatic or not. What they might have shown is that exercise prevents functional bowel symptoms, but a better designed study is needed to confirm that. We have certainly seen patients whose
